Aims-To highlight the pitfalls in the diagnosis of coeliac disease and to make recommendations for its diagnosis and the management of refractory cases with equivocal histology. Methods-Six patients, referred since 1989 with a diagnosis of coeliac disease based on duodenal biopsy specimens taken at endoscopy, and who failed to respond to a gluten-free diet were studied. All patients were subjected to peroral jejunal biopsy. Morphometric analysis of villus height:crypt depth ratios, surface enterocyte cell heights, and intraepithelial counts was used to aid in the assessment of equivocal histology. Results-Subsequent small intestinal biopsy specimens both taken when the patients were following a gluten-free diet and after gluten challenge were normal in all cases. Morphometric analysis and intraepithelial counts were normal.
R G Shidrawi, R Przemioslo, D R Davies, M R Tighe, P J Ciclitira Abstract Aims-To highlight the pitfalls in the diagnosis of coeliac disease and to make recommendations for its diagnosis and the management of refractory cases with equivocal histology. Methods-Six patients, referred since 1989 with a diagnosis of coeliac disease based on duodenal biopsy specimens taken at endoscopy, and who failed to respond to a gluten-free diet were studied. All patients were subjected to peroral jejunal biopsy. Morphometric analysis of villus height:crypt depth ratios, surface enterocyte cell heights, and intraepithelial counts was used to aid in the assessment of equivocal histology. Results-Subsequent small intestinal biopsy specimens both taken when the patients were following a gluten-free diet and after gluten challenge were normal in all cases. Morphometric analysis and intraepithelial counts were normal. Conclusions-Misinterpretation of the original slides was often due to poor sample quality and tangential sectioning. Failure to respond to a gluten-free diet should always raise doubt regarding the initial diagnosis, especially when the findings are normal. For correct diagnosis at least three distal duodenal biopsy specimens should be taken simultaneously, and these should be of an adequate size and correctly orientated. Review by a histopathologist experienced in gastrointestinal diagnosis is essential in difficult cases. Quantitative morphometric analysis is helpful in equivocal cases, and jejunal suction biopsy, following a gluten challenge, may be necessary in patients refractory to treatment. The gold standard of diagnosis in coeliac disease remains the histological analysis of small intestinal mucosal biopsy specimens. Since the introduction of upper gastrointestinal endoscopy in the early 1970s, endoscopic forceps biopsy of the first and second parts of the duodenum has replaced peroral suction biopsy as the mainstay of diagnosis.' The ready accessibility of the duodenum to the endoscopist and the routine sampling of duodenal mucosa for the investigation of patients with anaemia and diarrhoea has meant that the pathological diagnosis of duodenal samples has become increasingly more common. Anecdotal reports from gastroenterologists suggesting misdiagnosis of coeliac disease are relatively common. We reviewed our recent experience, as a tertiary referral centre for patients with coeliac disease, to highlight common pitfalls in diagnosis and make recommendations for the diagnosis and management of difficult cases.
Methods
Six women with a mean age of 26-3 years (range 19-32) with a diagnosis of coeliac disease had been referred since 1989 for a tertiary opinion. All the patients had failed to respond to a gluten-free diet for a mean duration of 23 months (range 7-36). Their initial diagnosis was made on the basis of endoscopic duodenal forceps biopsy specimens which had been reported as showing subtotal villous atrophy. Subsequent small intestinal biopsy specimens when the patients were following a gluten-free diet were normal.
We routinely investigate patients who fail to respond clinically to a gluten-free diet by subjecting them to suction peroral jejunal biopsy following a gluten challenge. In all cases the histology after the challenge was normal. We also routinely request the initial histology to review it in conjunction with a pathologist experienced in gastrointestinal histopathology.
Results
Morphometric analysis of villus height:crypt depth ratios (VH:CD, mean (SD) 4-1 (1l5), surface enterocyte cell heights (SECH, 34-4 (12-6)) ,um, and intraepithelial counts (IEL, 18-5/100 (6 8)) epithelial cells was used to assist with the diagnosis. The results were normal in all the biopsy specimens. VH:CD ratios are not measured in villi sectioned tangentially. The SECH is measured in the middle third of the villus from the villus-crypt junction. IEL are darkly-staining nuclei which are counted on haematoxylin and eosin or immunohistochemical sections and expressed as IEIJl00 epithelial cells. Results are expressed as means (SD) of multiple measurements.
Laboratory investigations of the patients were within normal limits with the exception of the patient with Crohn's disease who had an iron-deficient anaemia. One patient had raised anti-gliadin antibodies; none had detectable anti-reticulin or anti-endomysial 
